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and expressing a DNA sequence encoding a biologically active lipid hydrolyzing protein or 
polypeptide, the cells harboring the vector expressing the DNA sequence to produce the lipid 
hydrolyzing protein or polypeptide, and the cells secreting the lipid hydrolyzing protein or 
polypeptide which is taken up by other cells deficient in the lipid hydrolyzing protein or 
polypeptide. 

To establish a prima facie case of obviousness, there must first be some suggestion or 
motivation, either in the references themselves or in the knowledge generally available to one of 
ordinary skill in the art, to modify Rader, et al. or to combine Rader, et al. and Du, et al. Neither 
Rader. et al. nor Du, et al. teach or suggest a method for treating atherosclerosis or 
atherosclerotic plaque in mammals and it is unreasonable to believe that one of ordinary skill in 
the art would be motivated at the time the present invention was made to combine these two 
references to conceive and develop such a method. 

Second, there must be a reasonable expectation of success in treating atherosclerosis by 
administering a biologically active lipid hydrolyzing protein or polypeptide to a mammal or a 
vector containing and expressing a DNA sequence encoding a biologically active lipid 
hydrolyzing protein or polypeptide into cells deficient in biologically active lipid hydrolyzing 
protein or polypeptide, the cells expressing the DNA sequence to produce the lipid hydrolyzing 
protein or polypeptide, and then secreting the lipid hydrolyzing protein or polypeptide, which is 
taken up by other cells deficient in the lipid hydrolyzing protein or polypeptide. No such 
expectation can be gleaned from Rader, et al. or Du, et al., individually or in combination. 

Third, Rader, et al. and Du, et al. must teach or suggest all the claim limitations. Neither 
Rader, et al. nor Du, et al. teach or suggest a treatment for atherosclerosis and/or atherosclerotic 
plaque in mammals. 

As the Examiner is aware, all three of the above mentioned criteria must be met in order 
to establish a prima facie case of obviousness. Neither of the cited references expressly or 
implicitly teach or suggest, individually or in combination, the present claimed invention or 
provide any motivation for one of ordinary skill in the art to modify the references or to combine 
the reference's teachings. Further, neither of the cited references provide any expectation of 
success of the present claimed invention. Lastly, neither of the cited references expressly or 
implicitly teach or suggest all the claim limitations of the present claimed invention. 

Applicants respectfully submit that the Examiner has failed to establish a prima facie 
case of obviousness in the present claimed invention. Therefore, Applicants respectfully request 
the rejection be withdrawn and all the claims be duly allowed. 

Conclusion 

Applicants have amended their claims to more clearly define the invention and not to 
avoid cited art. Applicants have further provided descriptions of the cited art and distinguished 
the present claimed invention from the teachings of the cited references. None of the cited art 
anticipate or render the present invention prima facie obvious. WHEREFORE, reconsideration 
of this application, in view of the foregoing amendment and remarks, Applicants respectfully 
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request the rejections be withdrawn and all the instant claims 1-51, 53-55, and 58-68, be duly 
allowed. 

Respectfully submitted, 
Gregory A. Grabowski 
Hong Du 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 

In the Claims 

Claim 51 has been amended as follows: 

51. (Amended) A method for providing biologically active lipid hydrolyzing protein or 
polypeptide, or mixtures thereof, to cells of a mammal having deficiency in said 
biologically active lipid hydrolyzing protein or polypeptide, said method comprising 
administration into said cells a vector [comprising] containing and expressing a DNA 
sequence encoding said biologically active lipid hydrolyzing protein or polypeptide, and 
expressing [the] said DNA sequence in said cells to produce said biologically active lipid 
hydrolyzing protein or polypeptid e, wherein said cells harboring said vector secrete said 
biologically active lipid hydrolyzing protein or polypeptide which is taken up by other 
cells deficient in said lipid hydrolyzing protein or polypeptide . 

Claim 58 has been amended as follows: 

58. (Amended) The method of claim [56] 51 wherein the vector is a viral vector. 

Claim 60 has been amended as follows: 

60. (Amended) The method of claim [56] 51 wherein the vector is a plasmid. 

Claim 61 has been amended as follows: 

61 . (Amended) The method of claim [56] 51 wherein the vector is a lipid vesicle. 
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